A 23 years old woman with an 11-week pregnancy diagnosed with SLE six months ago (malar rash, photosensitivity, oral ulcers, arthritis, positive ANA 1/2560 with a homogeneous pattern, positive anti-DNA, anti-sm and hypocomplementemia) complained of blisters on skin and mucous membranes lasting more than 1 week. The patient was under treatment with hydroxylchloroquine 400 mg/day and meprednisone 8 mg/ day. Physical examination revealed urticarial, erythematous eruption associated with tense blisters, erosions, and crusting over face, trunk, extremities and flexures of the arm and groin regions as well asoral and genital mucosa Fig 1&2 . Some of these bullae arose on a background of normal appearing skin.Antenatal history was normal (one previous normal pregnancy).
Introduction
Systemic lupus erythematosus (SLE) is an autoimmune disease characterized by the involvement of multiple organs in the context of the production of a variety of auto-antibodies. Clinical manifestations are variable, being the cutaneous involvement in 76% of patients in the course of the disease.
Bullous SLE (b-SLE) is a subepidermal blistering disease that occurs in less than 5% of patients with SLE [1] . Clinically, patients present with the rapid, widespread development of tense fluid-filled vesicles and bullae, often on a background of erythema and urticaria. The lesions can affect any area of the body, including mucous membranes, but tend to favor the upper trunk, proximal extremities, neck, and face. In addition, patients with SLE may have concurrent bullous disease like pemphigus, dermatitis herpetiformis, bullous pemphigoid, epidermolysis bullosa acquisita and linear IgA bullous disease.
In English literature, we found only one case of b-SLE during pregnancy but without nephritis [2] . We report a case of a patient with b-SLE and lupus nephritis in early pregnancy. Considering the cutaneous involvement associated with renal disease during pregnancy, treatment was started with meprednisone 1 mg/kg/day and azathioprine 2 mg/kg/day. After 4 weeks of treatment, improvement of renal disease was observed but bullous disease did not ameliorate. Due to worsening of skin lesions, dapsone 100 mg/day was started (16-week pregnancy). At 48 hours, absence of new blisters was observed and complete skin healing took 14 days.
During hospitalization, obstetric controls (fetal ultrasound with Doppler and echocardiogram) were normal without affecting growth or weight during the entire hospitalization. Due to the favorable clinical course, the patient (in 18-week pregnancy) was discharged with scheduled outpatient visits. Unfortunately, it was lost to follow up and no data regarding postpartum and newborn is available.
Discussion
It is believed that the b-SLE is caused by auto-antibodies against type VII collagen. The latter is an important component of the anchoring fibrils that maintain adhesion at the dermalepidermal junction by cross-links between the lamina densa and the matrix of the papillary dermis; in this location, interference between type VII collagen and their ligands results in defective adherence [3] . In vitro studies have shown that collagen type VII antibodies have the potential to activate complement and generate peptides that stimulate proteolysis mediated by neutrophil causing detachment at the dermo-epidermal junction [4] .
Camisa and Sharma first proposed diagnostic criteria for b-SLE in 1983, which were later revised after the administration of salt split-skin immune fluorescence [5] . The diagnosis of b-SLE is based on the following five criteria: vesiculobullous rash, biopsy confirmation of subepidermal blister with neutrophil predominance, evidence in direct immune fluorescence of IgG in the basement membrane of the dermis (the deposits can be linear or granular with or without IgA and/or IgM), evidence of type VII collagen auto-antibodies (by indirect immune fluorescence) and good response to treatment with dapsone [6] .
Pregnancy may increase disease activity and precipitate the appearance of flares (13% to 75%) in SLE, which are usually mild and the most frequently affected organs are the skin and joints [7] . Lupus pregnancies are considered high risk for maternal and fetal complications. A recent meta-analysis reviewing 2571 pregnancies in SLE patients reported unsuccessful pregnancy and preterm birth rates of 23% and 39%, respectively, while maternal complications included nephritis (16%), hypertension (16%), and pre-eclampsia (7%) [8] .Controversy exists between the presence of blisters and renal involvement. However, most authors found bullous disease that coincided with disease activity [9-11]. In fact, Malcangi et al described association between bullous eruption and clinical or serologic relapse in 9 of 25 cases (26%) [12] . In addition, 4 patients had renal involvement.
One important differential diagnosis in the context of bullous diseases in pregnancy is pemphigoidgestationis (PG). The clinical presentation is very similar to b-SLE but under light microscopy there is often papillary oedema with eosinophilic spongiosis and subsequent subepidermal bullae formation [13] . On direct immune fluorescence, PG is characterized by linear deposition of C3, and occasionally IgG, along the basement membrane zone of peri lesional skin. Frequently, indirect immune fluorescence demonstrates a circulating IgG1 autoantibody (PG factor), directed against a component of the hemidesmo some of the basement membrane zone which avidly binds complement [13] . Pregnancy does not seem to be a risk factor for developing b-SLE as there are only 2 cases published to date (including our case).
b-SLE does not usually respond to systemic corticosteroid In summary, b-SLE is a rare skin manifestation in these patients. Accurate assessment of disease activity and flares plus stratification according to severity of target organ involvement should be considered (especially lupus nephritis). Patients usually do not respond to systemic corticosteroids or immune suppression and dapsone is the treatment of choice.
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